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Food and Drug Administration
Rockville, MD 20857

WARNING LETTER

Granules Indla lelted ,

8-3-1066 Sringar Colony -
Hyderabad 500 073

India

Dear Mr. Prasad:
This is regarding an inspection of your active pharmaceutical ingredient (API) and granulation
manufacturing facility in Hyderabad, India by the United States Food and Drug Administration
on February 19-22, 2000. The inspection reveaied significant deviations rrom U.S. gooa

manutacturmg pracuces in me manuracture of APIs ana m me case of the L “[from
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eviewed your March 23, 2001 written response to the FDA-483. We

v iey willd e UL uie 1

ge that many o ,f the deficiencies have been corrected and the response provides a
timetable for additional corrective actions. Specific areas of concern include, but are not

limited to:
EQUIPMENT

1. Equipment qualification have not been completed for API manufacturing equipment
‘currently being used and the flow ofl_ _lair in the_ “)production area was
not properly designed to prevent or minimize cross-contamination. [FDA-483 items 12,
14]
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2. Calibration of APl manufacturing equipment was inadequate in that there were no
written procedures or tolerance limits, there was no documentation of calibration of
[ and an out of orden{_ ]was not properly identified
as to its status. [FDA-483 items 6, 25]
3. Routine cleaning of API and granulation production equipment was inadequate in that

there was no documentation of cleaning or changing|_
and other equipment cleaning was not documented.[FDA-483 items 6,9.10]
4. Cleaning validation studies for muitiple use[: ;lequipment were inadequate in

: that the validation protocol did not identify the cleaning® procedure, total surface area
was not considered during the validation study, recovery studies were not done to
validate the swab sampling method or filtering of rinse samples. some rinse samples
were not analyzed, dates of analyses were inaccurate, and analytical data on rinse
samples were not checked by a second person. [FDA-483 items 9, 10]

Your response includes copies of revised SOPs and training plans to correct these deficiencies.
as well as protocols for new equipment qualification studies and cleaning validation to be
completed within 60 days. Please keep this office advised of the status of these corrective
actions and submit copies of the final study reports when they are completed.

PRODUCTION

5. Recovered solvents used in API production were not evaluated for impurities. [FDA-
483 item 5] ‘

6. Process validation forL ]API was inadequate in that critical manufacturing and
control steps were not identified, sample collection was not always documented, testing
for uniformity When[__ batches was inadequate, raw data for assay and impurity

tests were missing, system suttability and resolution were not conducted on laboratory
equipment when testing validation samples for impurity, and stability testing of
validation batches did not evaluate impurities. [FDA-483 items 2,3,4,7]

Your response indicates that a satisfactory retrospective process validation study has been
completed and that a new prospective study will be completed within 90 days. The validation
protocol appears to correct the previous validation deficiencies. The response also commits to
developing a solvent impurity test method and implementing appropriate testing of recovered
solvents within 30 days. It also commits to conducting impurity testing on stability samples,
but did not include the results for any such tests. Please keep this office informed of the status
of these corrections and submit copies of the final study reports when they are completed.

LABORATORY
7. Calibration of laboratory instruments used for testing API and[_ l]samples was
inadequate in that written calibration procedures were missing or incomplete and the

calibration of some analytical instruments was incomplete or was performed
incorrectly. [FDA-483 items 8,11,18]
8. Laboratory procedures and the documentation of laboratory tests on API and
samples were inadequate in that raw data was not always recorded, system
suitability on laboratory equipment was sometimes not performed, the traceability of



production. Please

listing this facility as the manufacturer of APIs. Failure to promptly correct these deficiencies

“Jproducts. [FDA-483
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may result in the refusal to permit entry of these products into the United States.

Jproducts and there was no
submit a copy of the final reports to this office when they are completed.

r 2000

L

written procedure for conducting annual reviews for

that it will take 60 days to complete the annual reviews for the yea
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urrent good manufacturing practices.

T C

item 16]

30 days, and documentation of the correction of the remaining actions when they are completed.

No annual reviews have been conducted on{”

NNUAL REVIEWS

Your response indicates that an SOP and a protocol for annual reviews have been completed, but
Please respond to this letter and provide a status report on the ongoing corrective actions within
Until FDA has reinspected this facility and confirms compliance with CGMPs and correction of
these deficiencies, this office will recommend withholding approval of any new drug applications

a

(301) 594-0095

Rockville, MD 20855-2737
FAX (301) 594-1033

7520 Standish Place -

Tel:
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To schedule a reinspection of this facility after corrections have been completed and it is in
compliance with CGMPs, contact: Director. International Drug Section, HFC-133, Division of
Emergency and Investigational Operations, 5600 Fishers Lane, Rockville, MD 20857, Tel. (301)

827-5655 or FAX (301) 443-6919.
Sincerely, - (0 . , M

. Famulare

Director
Division of Manufacturing & Product Quality
Center for Drug Evaluation & Research

Ce: :



